FREALIGN [14]
. We imposed four-fold symmetry on the structure after verification that the characteristic shape and features were also present in the structure without imposed symmetry (Figure 2d ). Figure 3a shows the refined reconstruction of the channel in three different orientations at a resolution of 2.5 nm. The contour level chosen to generate the structure in Figure 3a Figure 4 . However, the dimension of KcsA perpendicular to the membrane is very similar tetramer in the crystal structure, and recently Kobertz and Miller [6] showed that this structure is preserved in to that of the Shaker membrane domain, in agreement with the expected structural similarity between KcsA the fully assembled channel. KcsA also forms a tetramer with two transmembrane helices per subunit forming and the pore region of Shaker. The C-terminal end of Shaker includes about 20 kDa the channel pore. The four-fold symmetry of the KcsA and T1 structures demands that both must be positioned per subunit, more than the entire T1 domain (about 15 kDa). However, its conformation is not known. In our on the symmetry axis of the channel. Figure 4 shows slices of the crystal structures rendered at low resolution 3-D reconstruction, the small domain has a volume corresponding to a mass of about 100 kDa, leaving density and superimposed on a cross section of the Shaker structure. The KcsA channel, shown in blue, is too large corresponding to 40 kDa unaccounted for by the T1 tetramer. It is possible that some of this density is pro-to fit into the small domain and thus must be placed in the large domain. Therefore, this domain must represent duced by part of the C terminus. Indeed, a close association between the T1 domain and the C terminus is indi-the membrane-intrinsic part of Shaker. With KcsA placed in the large domain, the only other density suffi-cated by the fact that the two cysteines at position 96 (T1 domain) and 505 (C terminus) can be cross-linked ciently large to accommodate the T1 crystal structure along the four-fold axis is the small domain. In Figure  [22] . Furthermore, we can not interpret the density we ascribe to the membrane domain of Shaker (except for 4, the T1 crystal structure is shown in red and accounts for most of the volume of the small domain. We therefore the pore region) due to the lack of an atomic model for S1-S4. Therefore, part of the large domain could also Recently, it was proposed that T1 participates in channel gating [27, 28] . This is consistent with earlier results include density from the C terminus. It is also possible that part of the C terminus does not form a distinct showing that phosphorylation of the T1 domain in a Shaker-like channel affects gating [29] . In addition, the structure but is disordered and is thus not visible in our reconstruction. In this case, the contour level for the T1 domain acts as a docking site for the auxiliary ␤ subunit of voltage-gated ion channels [30, 31] , opening surface representation in Figure 3a 
